[Mutagenic activity analysis of body fluids in the first phase of clinical drug trials].
On the example of the model drugs metronidazole and ornidazole, a possible use of an analysis of mutagenic activity of blood and urine in the first stage of clinical testing of drugs is demonstrated. Mutagenicity of blood and urine after metronidazole administration in the dose of 1 and 2 g was examined in 3 experiments with 6 volunteers, the presence of mutagenic drugs in urine in the dose of 1 g was observed till 48 h, in the dose of 2 g till 72 h after administration. Besides base-substitution mutations also frameschif mutations were detected, but with considerable individual variability. Mutagenic activity in blood and urine after the administration of 1 g of ornidazole was investigated in the 1st experiment in 3, in further two experiments in 8 volunteers. It was characterized by a two-peak increase in mutagenicity in blood and urine in the intervals of 1-6 h and 48-72 h. Saturation of 1 g of ascorbic acid daily in the course of 1 week prior to the administration of ornidazole was manifested by a decrease in mutagenic activity in blood and increased excretion of mutagenic drugs in urine.